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REMARKS 

Further and favorable reconsideration is respectfully requested in view of the foregoing 
amendment and following remarks. 

Claim Amendments 
Claim 3 has been cancelled, without prejudice or disclaimer. 
No new matter has been added to the application by this amendment. 

Consideration After Final Rejection 
Although this Amendment is presented after final rejection, the Examiner is respectfully 
requested to enter the amendment and consider the remarks, as they place the application in 
condition for allowance. 

Rejection Under 35 U.S.C. $112. First Parasraph 
The rejection of claims 3 and 5-7 under 35 U.S.C. § 1 12, first paragraph, is respectfully 
traversed. 

The Examiner takes the position that the specification is not enabling for the 
inhibition/prevention of keloid and/or hypertrophic scar formation. 

Applicants' claims (e.g., claim 5) recite a method for inhibition of keloid and/or 
hypertrophic scar formation in a course of therapy of wound or dermal injury by topically 
administering acetylsalicylic acid to a wound lesion of a patient. 

The skilled artisan can guarantee that inhibition of keloid and/or hypertrophic scar 
formation in a course of therapy of wound or dermal injury is fiilly enabled by the present 
specification, especially the results of Tests 1 to 4, more specifically the result of Test 1. 

The claims of the present application relate to a method for "preventing a disease" (keloid * 
formation, etc.), wherein aspirin is administered in a course of therapy of wound or dermal 
injury, namely aspirin is applied to the lesion of open wound, and not to the lesion or around the 
lesion of the healed wound . 

The present invention does not claim a method for preventing, in advance , keloid or 
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hypertrophic scar formation by application of aspirin to normal skin, nor does it claim a method 
for treating or healing keloid or hypertrophic scar which is already formed. 

As shown in Test 1 of the present specification, the inhibition effect is confirmed while 
aspirin treatment is carried out on a burn wound for 3 weeks ( not healed wound ). 

Therapy of a keloid which is already formed is very difficult, and surgical treatment for it 
is accompanied with pain, etc. Therefore, the inhibition of formation of keloid or hypertrophic 
scar has been recently emphasized and evaluated by medical doctors in this field. 

As discussed above, Applicants assert that the subject matter of claims 5 to 7 does not 
require any undue experimentation for the skilled artisan, and thus the specification is clearly 
enabling for the rejected claims. Accordingly, it is respectfully requested that the above rejection 
be withdrawn. 

Rejection Under 35 U.&C $112. Second Paragraph 
The rejection of claims 3 and 5-7 under 35 U.S.C. 112, second paragraph, is respectfully 
traversed. 

The Examiner takes the position that it is not clear from Applicants' statement, "in a 
course of therapy of wound or dermal injury", what state of dermal or wound injury is being 
referred to. The Examiner further states that it is not clear if it is at the open wound stage or near 
the end of the scarring stage. 

According to MPEP 2173.02 the definiteness of claim language must be analyzed, not in 
a vacuum, but in light of the content of the particular application disclosure, the teachings of the 
prior art, and the claim interpretation which would be given by one possessing the ordinary level 
of skill in the pertinent art at the time the invention was made. 

The phrase "in a course of therapy of wound or dermal injury" is clearly explained on 
page 2, lines 6-7 and 9, and page 3, lines 21 to 26 of the present specification. Test 1 on pages 
15-16 of the specification also clearly explains this language. 

Specifically, the drug was applied once after the burn wound was created, and then 
evaluated three weeks later. Excellent effect of inhibition of the scar contracture on the burn 
wound after epithelization was confirmed in the group of Examples 2, 3 and 4 [containing 
acetylsalicylic acid for 3 weeks-treatment], comparing with the [control] group of ointment base- 

4 



Takeshi KAWAZOE etal. 
Serial No. 10/528,150 
Attorney Docket No. 2005_0459A 
May 26, 2009 

administration. (See page 16, lines 5 to 9.) 

It is quite clear from the claim language, analyzed in light of Applicants' specification, 
that "in a course of therapy of wound or dermal injury" includes open wound stage , and not 
closed wound stage, or stage after formation of a scar. 

Therefore, it is respectfully requested that the above rejection be withdrawn. 

Patentability Arguments 
The patentability of the present invention over the disclosure of the reference relied upon 
by the Examiner in rejecting the claims will be apparent upon consideration of the following 
remarks. 

Rejection Under 35 U.S.C $ 102(b) 

The rejection of claims 3 and 5-7 under 35 U.S.C. § 102(b) as being anticipated by 
Cappelli-Schellpfeffer (WO 01/70210) is respectfully traversed. 

The present invention relates to a method for inhibition of keloid and/or hypertrophic 
scar formation in a course of therapy of wound or dermal injury which comprises administering a 
medicament containing acetylsalicylic acid in an effective amount to said lesion of a patient. 

An object of the present invention provides a method for inhibiting keloid and/or 
hypertrophic scar formation , in a course of therapy of wound or dermal injury , not a method for 
treatment of keloid or hypertrophic scar already formed . 

As discussed above, the phrase "a course of therapy of wound or dermal injury" includes 
open wound stage, but does not include closed wound stage or the stage after the formation of 
hypertrophic scar or keloid . 

The following is explained by Cappelli-Schellpfeffer (abbreviated hereafter as "C-S"): 
"The terms 'healed wound' or 'scar' include closed wound or a wound surface that is closed by 
regrowth of epithelial barrier. A wound is 'closed' after an open wound has been re- 
epithelialized. Closed wounds can result in the formation of a scar, ..." (See page 6, lines 16 to 
19). 

Therefore, it is clear that the claims of the present invention are not taught or suggested 
by C-S, because the term wound in C-S never refers to an open wound . 
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The Examiner takes the position that C-S specifically teaches the topical application of 
aspirin on the surface of a scar or healed wound, including keloids. 

However, C-S does not disclose that acetylsalicylic acid is effective for treating 
hypertrophic scar or keloid which is already formed, or for inhibition of keloid and/or 
hypertrophic scar formation, with any working example. According to Example 1 of the 
reference, the combination of nabumetone and diphenhydramine was orally administered to a 
patient with hypertrophic acne scar. Hydrogel or a gel was co-administered with the drugs and 
topically applied as gel sheeting . . . (See page 28, lines 19-24.) According to Example 2, 
nabumetone was orally administered to a patient with hypertrophic tender scar. Hydrogel 
sheeting was topically applied . . . (See page 29, lines 16-19.) According to Example 3, 
nabumetone was orally administered to a patient with erythematous hypertrophic scar. Hydrogel 
sheeting was topically applied . . . (See page 29, last line to page 30, line 3.) 

According to Example 4 of C-S, a combination of 2% salicylic acid and hydrogel was 
topically applied to the patient (see page 30, lines 21-23). The patient had orally received 
acetylsalicylic acid to prevent thromboembolic post-operative complications (scar, etc.) (See 
page 30, lines 15-16.) According to Example 5 of Cappelli-Schellpfeffer, a combination of 2% 
salicylic acid and hydrogel was topically applied to the patient (see page 31, lines 6-8). 

As explained above, acetylsalicylic acid was never topically administered to the patients 
in order to treat a scar or a keloid. In the case of topical administration, the effect on a scar was 
confirmed only on 2% salicylic acid . In case of nabumetone, the effect on a scar, etc. was 
confirmed only when the drug was orally administered, followed by topically application of 
hydrogel: Surprisingly, in Example 4 of the reference, acetylsalicylic acid (325mg tablet) was 
already orally administered to prevent thromboembolic post operative complications, before 
receiving the treatment of salicylic acid. 

C-S reveals that even when acetylsalicylic acid is orally administered to the patient 
suffering from post-operative scar, acetylsalicylic acid is not effective and therefore, 
salicylic acid-treatment is further necessary . 

There is no data in C-S supporting that topical acetylsalicylic acid is effective for treating 
keloid or hypertrophic scar . 

Although acetylsalicylic acid is a cyclooxygenase inhibitor, it was not confirmed that 
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most cyclooxygenase inhibitors exhibit effectiveness for treating keloid or hypertrophic scar, and 
only salicylic acid exhibits such an activity in case of topical application with hydrogel . 

In addition, many non-steroidal acidic anti-inflammatory drugs, which are also 
cyclooxygenase inhibitors, are listed in the Text Book enclosed herewith. [Also enclosed 
herewith is an exerpt from Wikipedia demonstrating that most NSAIDS act as cyclooxygenase 
inhibitors ] Of course, salicylic acid and nabumeton are listed therein. Based on the fact that only 
two compounds show the efficacy for treating hypertrophic scar or keloid, it cannot be said that a 
skilled artisan would expect that aH cyclooxygenase inhibitors would show the same efficacy for 
hypertrophic scar or keloid. 

As mentioned above, the Examiner asserts that C-S teaches a topical method, which 
includes administering to an individual having a healed wound or scar a therapeutically effective 
amount o f a cyclooxygenase inhibitor directly on the surface of the scar. [It is acknowledged that 
acetylsalicylic acid is taught as a cyclooxygenase inhibitor.] 

Although acetylsalicylic acid is a cyclooxygenase inhibitor, the Examiner must recognize 
that such an effect by acetylsalicylic acid is not confirmed by the reference . An opinion that 
(topical) acetylsalicylic acid is effective for treating hypertrophic scar or keloid would be 
completely based on speculation , and not based on the teachings of the reference. 

Further, even if the Examiner disagrees with the above-arguments, and maintains that C- 
S is enabling for topical application of aspirin to treat hypertrophic scar or keloid, this method 
still fails to teach or suggest Applicants' claimed method. Specifically, the time (stage) for 
treating keloid or scar is completely different between the present invention and C-S. As 
explained above, according to the present invention, aspirin is topically administered while open 
wound and dermal injury is treated (i.e., keloid or scar is not yet formed). On the other hand, 
according to C-S, the drug (such as aspirin) is administered to hypertrophic scar or keloid already 
formed. 

Therefore, the cited reference fails to teach or suggest Applicants' claimed invention. 
Accordingly, it is respectfully requested that the rejection of claims 5 to 7 under 35 U.S.C. § 
102(b) be withdrawn. 
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Conclusion 

Therefore, in view of the foregoing amendments and remarks, it is submitted that each of 
the grounds of rejection set forth by the Examiner has been overcome, and that the application is 
in condition for allowance. Such allowance is solicited. 

If, after reviewing this Amendment, the Examiner feels there are any issues remaining 
which must be resolved before the application can be passed to issue, the Examiner is 
respectfully requested to contact the undersigned by telephone in order to resolve such issues. 

Respect fill ly submitted, 

Takeshi KAWAZOE et al. 

/Amy E. Schmid/ 
Bv: 2009.05.261 6:53:06 -QW 

Amy E. Schmid 
Registration No. 55,965 
Attorney for Applicants 

AES/emj 

Washington, D.C. 20005-1053 
Telephone (202) 721-8200 
Facsimile (202) 721-8250 
May 26, 2009 
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Non-steroidal anti-inflammatory drug 

From Wikipedia, the free encyclopedia 

Non-steroidal anti-inflammatory drugs, usually abbreviated to NSAIDs or NAIDs, 
are drugs with analgesic, antipyretic (lowering an elevated body temperature and 
relieving pain without impairing consciousness) and, in higher doses, with anti- 
inflammatory effects (reducing inflammation). The term "non-steroidal" is used to 
distinguish these drugs from steroids, which (among a broad range of other effects) 
have a similar eicosanoid-depressing, anti-inflammatory action. As analgesics, 
NSAIDs are unusual in that they are non-narcotic. 

NSAIDs are sometimes also referred to as non-steroidal anti-inflammatory 
agents/analgesics (NSAIAs) or non-steroidal anti-inflammatory medicines 

(NSAIMs). The most prominent members of this group of drugs are aspirin, 
ibuprofen, and naproxen partly because they are available over-the-counter in many 

areas. 



Contents 

■ 1 Mechanism of action 

■ 2 Examples 

■ 2.1 COX-2 inhibitors 

■ 2.2 Sulphonanilides 

■ 2.3 Others 

■ 3 Uses 

■ 4 Pharmacokinetics 

■ 5 Adverse effects 

■ 5.1 Combinational risk 

■ 5.2 Cardiovascular 

■ 5.3 Gastrointestinal 

■ 5.4 Inflammatory bowel disease 

■ 5.5 Renal 

■ 5.6 Photosensitivity 

■ 5.7 During pregnancy 

■ 5.8 Other 

■ 6Chirality 

■ 7 Selective COX inhibitors 

> 7.1 COX-2 inhibitors 

■ 7.1.1 Controversies with COX-2 inhibitors 

■ 7.2 COX-3 inhibitors 

■ 8 Veterinary use 

■ 9 References 

■ 10 External links 



http://en.wikipedia.org/wiki/Non-steroidaLantiHnflammatory.drug 



2009/04/23 



Non-steroidal antHntlammatory drug - Wikipedia, the free encyclopedia 2/1 1 a; — v 



Mechanism of action 



Most NS AIDs act as non-selective inhibitors of the enzyme cyclooxygenase, 
inhibiting b oth the cyclooxygenase- 1 (COX-1) and cyclooxygenase-2 (COX-2) 
Cyclooxygenase catalyzes the formation of prostaglandins and 



isoenzymes. 



thromboxane from arachidonic acid (itself derived from the cellular phospholipid 
bilayer by phospholipase A^). Prostaglandins act (among other things) as messenger 
molecules in the process of inflammation. This mechanism of action was elucidated 
by John Vane, who later received a Nobel Prize for his work (see Mechanism of action 
of aspirin). A newly discovered COX-3 may also have some role. 

Examples 

NSAIDs can be broadly classified based on their chemical structure. NSAIDs within a 
group will tend to have similar characteristics and tolerability. There is little difference 
in clinical efficacy among the NSAIDs when used at equivalent doses. Rather, 
differences among compounds tended to be with regards to dosing regimens (related 
to the compound's elimination half-life), route of administration, and tolerability 
profile. Some more common examples are given below. 

COX-2 inhibitors 

■ Celecoxib (FDA alert [1] ) 

■ Etoricoxib FDA withdrawn 

■ Lumiracoxib TGA cancelled registration ^ 

■ Parecoxib FDA withdrawn 

■ Rofecoxib (withdrawn from market ^ 2 h 

■ Valdecoxib (withdrawn from market ^ *) 

Sulphonanilides 

■ Nimesulide (banned by several countries for the potential risk of hepatotoxicity) 
Others 

■ Licofelone 

■ Omega-3 fatty acids 

Licofelone acts by inhibiting LOX (Hpooxygenase) & COX (cyclooxygenase)and 
hence known as 5-LOX/COX inhibitor. 

Uses 

NSAIDs are usually indicated for the treatment of acute or chronic conditions where 
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L v 4fc 'J 7 v f-JtottftffflfWS C * it £ H*£§g k t T 7 X If 'J y k k fcffiffl $ tli Z fc 

©»***-*i«wt nsaid ?&z.mttm(DwmBW*n&mm*®^&,nM&<Dtzm® 

1) >;*Tf-ttsa, boh* 1 ; x^ttH«& s+w, summs* 

2) : m • mm***. arem, jm, ec*. ^s* ■ 

3) JBftttM : &teffi&, PJH^ 

4) ifo&*#5a!*:iKM, TIA, flUHtt&gA, jiifiMf, ^y/s-^K, ^gig^ 
D. gijftffl 

S?tt NSAID li^fjtfeM©Sii§ttfc5iS)©©*iltiftfiM*ft5. iOB 
. SttiBfctfftffltKiistt* PGM±©iSTC«o*< <b.©r**. ±k LT PGE 2 k PGI 2 

fc**oT, PGjB±*»li#Sit4kj|ifl:m**fi-J-4..*feRtt.NSAIDtt, y^'? 

k©»^^Mt»fc»*ftMt*v»r fcK^ftjw»M3&qs<a*i* t%*.t>tiz. not 

flc^t4E8fi5l4B»ffffltt, iS!#fil&*g*.S£kK:J:9|5|arr£-5. 0!A.f£&JI*tt 

tSttM 5/nK7-^(7W^y, 7"o $M/,< ? y proglumetacin, X D y 

^* ? sulindac, h >- nabumeton, 7iy/7iV fenbufen®, D^V/n7xy loxo- 

profen) CtS.: kCJ: 5lfbf BSttgiSftJiJ, y^tt/PF»SJSi#K:ttfl|fliU 

«fll*»^ft< NSAID OcfTttSfcS^ii^^VJ. :/nh°*>g?M^#^¥i^©^>t>© 
^ttNSAIDti, m&f>'<?(±K7fr7K>)t<DWRQ&im^t:it>, m<DmtyJt(DWM 

^Ofl&OKtt NSAID Tfcfc&ft*. 7^7 r V ^4^kOifflCtt-0g^iiJ^< Tt 
Utt^OTiSTti. l§Mi©®M4 NSAID t-=L-*Sa>%ffimm<Dffi.'&it 
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*ffltt7-fSi<R»Reye syndrome (ftttlftS) £3l§ig£-f RjtgttaJfc ySS^gtS. 
E. igg^NSAID 

&M&%fi>i$>z..mm\z, iiBSfffflos^MRT, tn^mm, mm, s&, 

21.3.1.3 }g$BX8KlJ Anti-inflammatory enzymes preparations 

ffi«»«imti«^©«gmmejii^, ^£m©flMKb^« j: i^t±war t*©#ffln 

NSAID fcttfflLTfcte©Mttlfe!ieajfc$it'& :t^v>. ^ffiffi?cHLT, HJJeUt© 

CkCJ: D^tbffi©^JR©iSai, Aa£*f©^& wqtWSfi/tv**. £*t&©fttSKJ: 
D «ffi*©»iWb t Hmtf 3R©%#^% **t*b©4:%>t.&*iTV»4. 

pbw«4 hearts;* fts. *a^w^T**fc©#gpfl9K:ta#tft 
\iTi-7 4 ir*jBi-r«tt*»*s©Tftp-«ft#sii4. ^>^7^mmmmm 
uttuziHikm^m-rti, #*s##is?s*© y Attat^y * y ajjtow^n® 

21.3.2 t/t'J 9 TT-SS Antirheumatics 

»4K 9tt, ■M*^«fc©WBTfflv»**i*. y y^T" h y v a sodium auroth- 
iomalate®-^D-^-^7$ y D-penicillamine & k*a*£> £ (ft 21. 6). 
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